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the/method op treating cancer 

This invention relates to the method of treating cancer. ' q 
BACKGROUND OF THE INVENTION ° 

"SSTm 5 * bC ° aUSed by defective inln > UTie s > r8tem - Man y tempts have been '« 

made^to improve immune system without success. Surprisingly it to found <S *S 

Mycobactenurr ,w containing compositions which; are usefuiin improving LmZ stZ =S 

m patients W th leprosy are also useful in management of cancer They arTfo3 toS ^ 

wo* ££T?-rt ^ ^" WBr Whh C0 ™"<">™1 *™ P y inspite of fact that they ' i_ 

rfi2T5f £ ^? rent mechanism - 8«I >wpcWog S« decrease in side effects 0) 

£ / Wapy ra ? W 1118X1 in ? reaae iu over « 11 s ' d «» A* inspite of use in same ^ 
therapeutic amount alongwith increase in effect. : CD 

Prior Art 

w^^oAe^vl" ^ ^^y b «* approached though chemotherapy, coupled - 
with radiotherapy for primary elimination of leukemia*, neoplasams and Smours In 
contra surgery has been used to remove solid tumours, Therapy involve . bffSSttS 
ESSST* f £ t0 ^ Bnd reduction of su ^*«8 of the patient. ImmunothSc 
me^dLr 6 • -° be ° n f0, ? nd t0 . bC 8ffective a '* flinsl a rest ^Uve range of taSSrf 
mesodermal origin suggesting that the immune .system .is capable of prevent* 'or 
capable ofdelaymg the growth oftumours in certain cases. Planting or 

K?£j S ? C ° V<l ?i Cine iS f ° r b00Sting °* inimunit y of individuals with cancer 
S a^e^mTth^^ ° 8 ™* *** inconclusive results Se 

oruy accepted method of BCO is to use it. for bladder cancer by way of intraveaicular . 
*erapy The disadvantage associated with use ofiBCG is development of sysS and 
local ; tuberculosis caused by BCO. Tliis is related to the fact Ct BCG co Z live 
organism and they.can be pathogenic to immunocompromised host 

Se nrev^^ t0 positions, methods and kits for 

uZ TheaT sLTw^l > fln , d metaS ati ° Cflncers and /or infectj o«s diseaaes 

SJf™ ? Y ? 88 Pr ° temS ^ SP) or Ju oombination with each other and 
an^genic molecules to augment the immune responses to genotoxic and nongenotoxic 
factors, tumors, pathogens and infectious agents. - nongenotoxic 
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US Patent 6,080,725 is directed to vaccines Comprising one or more bacterial viral or 
^mour-assocated antigens; and one or more saponin r lipophSe c^u^k^Z 

Sn^LT'V^ V ^ ■** 8Cid ' * EQ ' °< is covalfntiy bonded to a 

non-acylated or deacyiated triterpene .saponin via a barboxyl group present 0^3-0! 
glucuronic acid of. the triterpene saponin. iThe 'bacterial anTigeS K° Vaccine are 

nZti^To^ 8 t0 dW e r° 05£inS ^Mding.shock. syndrome S 
Pyrogen c exotoxins, mycoplasma and .mycobacterial species, mmor^phocvte 
stimulating antigens, heat shock proteins, ■ st,;ess\peptides. . nima^ tum^fvfrus 
peptides homologous synthetic, polypeptides, biochemicaUy ■ derfvaSZd eSto^s 
genetically engineered enterotoxins. and fusion proteins. Tils invent also rSS 

oiSSinS S t d ° i, thC J™** ° f ^ in -djuvanSle taxations 
to ^^it "" biologic cell aurfaces os .a result or ente^otoxin g«me transfectSn and «S 
to produce a tumourocidal response in tumour bearing boats. It also relates to 
• enterotoxins and related compounds administered intravenously, sub^eouSy as In 
adjuvant form, or used extracorporeal^ In flee or bound form to rtZSSS^ 
which axe subsequently infused info tumour bearing tissues. monocytes, 

adtfnS^ Vf* a r ^ th ° d Wf treatln e a cancer patient which comprises 

administering to said patent an anti-tumour effective amount of at least one of a water- 
soluble thermostable macromoieoulai antigen complex which is intersoecifit of 

exhibits after electrophoresis an innumo-electrophoretio. orecioitadon natte™ 

q££SS&?F of * e anti8eu coraplex 60 of * e ^iSJSSXSL-SSS 

addkfaS fiV^ w ,mmun ?8 e '» c fra Hmente of such a complex. It comprises an 
additional step of administering a therapeutic agent specific against the patient's cancer; 

US Patent 6,056,964 suggests the delaying or preventing the growth oe spread of brest or 

aStto WhiCb ? ° m ^ SeS admil «ng to a subject in need of l same 

antigenic and/or imniunoregulatory material, whih comprises killed cells of 
Mycobacterium vaccae strain NC T C 11659 in an amount suffici ent at least to 1e ay or 

& or spread of said n ^ 1as ^™^ouid 1,^^225 

cfnf?^?Tf;? 33,66 ! , . d ! scr i bes . a ™ l !> od of stimulating the generation of cytotoxic T 
Cells (CTLs) In a patient, wherein the CTLs have thepotentlai to destoy or attenuate cefts 
presenting a chara^^^ 

admimstermg to die patient an effective . dose of a pepScaroohXe coXate 
complex capable of generating . cytotoxic T cell iinmunJty agS ai wSSSS 
s^cture said conjugate structure comprising (i)a peptide compon«Tclpabroi bhd?£ 
an MHC class J molecule, and (ii) a carbohydrate component ™^ 
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myogenic ^specificity of said disease-associated carbohydrate structure and being of a 

a . a T C 1 U rece P tor to encompass an epitope of said disease-associated 

8tIUCtUre - t0 be for treatment of melanoma, W 

cancer, lung cancer or gastrointestinal cancer, 

•LrlL! U ^ PriS ^ 8ly ^ ** P ha ^aceutical compositions containing 

vSSSTS ** m trefltine *! of a broad range of cancer indicaUons 

; Pbannaceutical compositions as per present; invention may contain extracts of 
Mycobacterium W alone or in combination of Mycobacterium W. As per another aspect 
ft f t . T? t )° n fr*™**^ composition' may contain other iinmunomodulator. 
Thf£Jl? W^' in , Vari ° US ^ y8 T lud " g intralesional etc. 

aTd use inVCntl0n d,8closes ^ch formulations and die method of their manufacture 

Mycobacterium W is a rapidly growing Mycobactirium which is not a pathogen. 
Mycobacterium w.ls a non-pathogenic, cultivable, atypical mycobacterium with 
hL^S C ?' p Pr0pertleS > nd fasl 9^wth ; characteristics resembHng hose 
d?ooX°, h, rf R K- a J°"S 'Y. 0 ' 896 of ^bacteria In Its metabolic and growth 
properties but Is not indentlcal to those straps currently listed in this group. It is 

•h»J?f re i h °r U l b J ! ha t <|M. 18 an entirely new strain. The species Identity of 
has been defined by polymerase" chain reaction DNA sequence determination. 

. m JUH^Sl" I°k , to . s * are antigens i with Mycobacterium leprae and 
toSSl Z ? m tul 5 rCU Osi9 ' 'V' 8 found t0 P rovida Prophylaxis against leprosy™ 
SSfnf,nw y » COnVe i ,n9 lep [ omin negat!ve ln( ?ividuals.to lepromin posltivity. It is 
£»S ♦ Pr0V ' de P r °P h y ,axls a S alns » tuberculosis in animals. In leprosy it s 
^^?J^r dU0 ' w Uratl ° n ° f th8rapy for ^acterial.killtno, clearance as' well as 
clinical cure when used .along with mujti drug therapy. 
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Summary of the Invention 



According to present Invention, a pharmaceutical composition made from 

^TZTZi^" 5 b9 U 1 fU ' ' n the —agement of dancer We 
nave now found that the same Iherapeiiflc agent Is useful in mannaamom n< 

aeciease In burden of cancer tissue, decreaslno svmDtoma b^cs^Im 
cancer.and Improving quality of life! it also i^iSSSEfc S 

Therapeutic agent which may be used In the present Invention resemhies m w =. 
K 2 ^'fvable .atypical mycobaoterium 

and fast growth characteristics resembling ithoee belonging to Runyons > otoud ?v 
class of Mycobacteria In Its metabolic and growth properties but IsZ indent 

" 8ted ,n th ' S » iS ^ « « (M W ) s 

SSS^^JKr^ d K lffe * fr ° m th ° de W in th[sXp " on' • 

nXrn «L 7k ^ se ^ ence of a polymorphic region of 

many o? 2C^T ad , t ' 1?t Mw-I» a unique species distinct from 
hSZahriZL m V T , bact9nal 3 P ecles : examined which are: M. avium, M 
12?u ■ 8crofulaceum . M. kansasll, M. gastri, M. gordonae M 
U iffi u m m a ^ 0ense . M. haemophllum, M. terrae, M/nonchmmogen icum 
=LE m-*' m mar,num - ' M - Aavescens, M. slmian.M. szulgal, M xenopi M 

M fol^m M R ut UrUm i M - 8me 0 m&ti6 . Mf yaccae/M. fdrtultum ^ubsp ?Sm 
M forturtum subsp. Peregrinum, M. chelonae subsp. Chelonae M chelonae 

^£be?cSs U8 ' 9enaVe ° 8e ' M " tU i 9rCU,03,a ' M - tuberc^osls H^ M 

Itj e f a °.ni eCt .M th t P ? aent inVentio » * to provide a pharmaceutical composition 
containing 'Mycobacterium w' (Mw) for the treatment of cancer C °T P ° • n 

Another object of the present Invention, is to provide a ' pharmaceutical 

* i • 

rtfiu!> n H° , ^ ^ J ,b i!? c, "? e lnv< > n,i <"! '<* >° P»wM» a Pharmaceutical composition 
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Yet another object of present Invention! is to provide a pharmaceutical 
composition which decreases side effects oil standard, therapy like radiotherapy 
chemotherapy. j . . • 

».*•'* • , 

i 

Yet another object .of present invention Is to provide an a pharmaceutical 
composition containing 'Mycobacterium W !(Mw) which decreases burden of 
cancer cejls/tissues of primary and/or secq)ndary(metastatlo), sensitive and/or 
refractory to conventional, treatment. S • 

Yet another .object of present Invention I Is to provide a pharmaceutical 
composition which improves effect of conventional therapies. 

Brief description of the drawings i 

Figure-1 is X ray non small cell lung cancer befor^ treatment - subject 1 

Figure-2 is X pay non small cell lung cancer after treatment -subject 1 

Figure-3 is X ray non small cell lung cancer befor^ treatment - subject 2 

Figure-4 is X ray non small oell lungcaucer afteij treatment -subject 2 

Figured is CT Soan report of patient operated for . colorectal cancer with liver 
metastasis before treatment 

Figure-6 is^CT Scan report of patient operated for colorectal cancer' with liver 
metastatic after treatment r - . • 

' . ' ! 

DETAILED DESCBIPTION OF THE, INVENTION 

■ < . • 

In accordance with the invention the composlilon of a pharmaceutical 
composition the method of preparation, HPLC characteristic Its safety and 
tolerab llty. methods of use and. outcome of treatments are described In following 
examples. The following are illustrative examples of the present Invention and 
scope of the present Invention should not be limited by them. 

Example 1. The phar maceutical compositions: 

A. Each dose of 0.1 ml of therapeutic agent oohtaina: '. 
Mycobacterium w., (heat killed) 0.50 x10 9 

Sodium Chloride I. P. 0.90%; w/v 

TweenBO 0.1%yv/v 
Thiomerpsal I. P,< ... , ', o.01%w/v 

(As a Preservative) i - 

Water for Injection I. P. .q. s. to 0.1ml 

• . i . 



7-Jun. 2004 1 8:40 DIRECTOR'S OFFICE CPL BHAT Ho- 1 329 - P. 15 

WO 03/0496(57 ! 

PCT/1B02/OSS1C 



i 



?; » f achdose of 0.1 ml of therapeutic agent contains: < 

Mycobacterium w. ( (heat killed) 0 50x10 9 ' 

Sodium Chloride I. P 0^90% w/V 

Triton x 100 O.1p/ow/v 

Thlomerosal I. P. . ... / 0 .Ofl%w/v 

(As a Preservative) j 
Waterforlnjectlonl.P. q i 9 . to 0>1 m , 

SL^. ? a ? h d0Se ?J °* 1 ml of tharapeutl^ agent contains: 
Mycobacterium w., (heat killed) 0.50 x10 9 
Sodium Chloride I. P. ..... o.9p%w/v 

,Thiomero9all. P. . 0.0 % w/v 

(As a Preservative) ! 
Water for injection I. P. qj a. to 0.1ml' 

D. Each dose of 0.1 ml of therapeutic ^gent contains 

is cS. b r P 6rtum w " ft9r . son ^ 9 °c7v ixio, ° M/eobac,eriumw: 

Thlomerosal I. P. ... . o.01%w/v 

(As a Preservative) . ! 

Water for injection I. P. q .|. . to 0>1 m , 

E. Each dose of 0.1 ml of therapeutic ajgent contains 

Methanol. Extract'of 1x10 10 Mycobacterium* w " " ' ' *" '"" 

Sodium Chloride |. P 0 .96% w/v 

Thlomerosal I. P. . 0.0l%w/v 

(As a Preservative) I 

Water for. Injection I. P. . q. ej to .0.1 ml. 



F. Each dose of 0. 1 ml of therapeutic ajgent contains 

. Chloroform Extract of 1x1 0 10 Mycobacterlurn w 
Sodium Chloride I. P. . 0.90% w/v 

Thlomerosal I. P. ... . 0.04% w/v 
(As a Preservative). ! 
Water for Injection I . P . q. s ; to 0. 1 ml ■■ 

i 

G. Each dose of 6.1 ml of therapeutic agent contains 
Acetone Extract of 1 x1 0 10 Mycobacterium w 
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Sodium Chloride I. . R, . o.90%iw/v 

Thlomerosal I, P. ■ .... 0.01%[w/v 

(As a Preservative) ' r 

Water for Injection I. P. q. s to 0.1ml' 

■ ' ' i 

H. Each dose of 0.1 ml of therapeutic ageint contains 

-•• . i 

Ethanql - Brtraot of . 1x1 0 10; Mycobacterium w ! 
Sodium Chloride. I.. P. ... : o.90%jw/v 
Thlomeroaal I. P.. . o!oi%!w/v 

(As a Preservative) ■ '. j 
Water for injection I. P. q. s.tf> 0.1-ml 

i 

i 
■ 

• i 

I. : Each dose of 0.1 ml of therapeutic agejnt contains 

1 ' ■ j 

• Utlcase Extract of .1x1 0 19 Mycobacterlum W r j . , . 
Sodium Chloride I. P. ... . 0.90% w/y 

Thlomerosal I. P. . ... . 0.01% w/v 

(As a Preservative) 

Water for Injection I, P. q. s. to 0.1ml 

J. . Each dose of.O.1 ml of therapeutic agejit contains v. 
Mycobacterium w (heat killed) 0.5x1 0 7 ! 

Extract qf mycobaoterlum w. obtained 1x1 d 3 Mycobacterium w by disruption, • 
solvent extraction or enzymatic extraction. ■ 
Sodium Chloride I. P. ' . .,. ; 0.90% w/v ' 

Thlomerosal I. P. 0.01% w/v . • ■ 

(A6 a Preservative) • 

Water for Injection I, P. q . a . to 0.1 ml 

Example 2. The Process of prepari ng a'oharmaiceutical composition 

i • 

A. Culturing of Mycobacterium w. ! 
i) . . Preparation of calture medium, i 

Mycobacterium w is cultured. on solid Medium Wee LJ medium or liquid 
medium like ipiddle brook medium or fauton't liquid medium. 
For better yield middle brook medium Is enriched. It can be preferably 
enriched bj 'addition of glucose, bactottyptone, and BSA. They are used in 
ratio of 20:30:2 preferably. ! ' 
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# 1 

The enrichment medium is added jo middle brook medium. It is done 
preferably m ratio of 15:1 to 25:1 more preperably in ratio of 20:1. 

ii) Bioreactor operation ! 

a) Preparation of vessel; 

• i 

The inner contact parts or the vessel (Joints, mechanical seals o- 

ring/gasket grooves, etc.)|should be properly cleaned to avold'any 

con^mation. Fill up thA vessel with 0.1 NNaOH and leave as such 

for 24 H to remove pyrogWc materiala and other contaminants. The 

vessel , B then clcHoedfir^t with acidified water, then wit ordinary • 

water. Fmally, the vessells rinsed with distilled water (3 times) 

before preparing medjumi • • . 

b) Sterilization of bioreajctor 

• '! •'■.. 

The btoreactor containing 1 9L distilled water is sterilized with live - 

^eamOndirect). Similarly, the bioreactor is sterilized <mce more with 

Middlebrook medium. The other addition bottles, inlet/outlet air 

*•• ? ltei * etc - We . . .. .. . 

use, these are dried at 50° C oven. 

c) Environmental parameter 

i. Temprature: 37± 0.5° C ' 
$-8 initially. 

B, Harvesting and concentrating . 
• " . . i 

It is typically done at the end. of 6*]lay after cultudng under aseptic condition ■> 
The concentration df cells (paUetisfclon) is done by centrifugatidn 

G. Washing of cells J ' 

The pallet so obtamed is washed minimum three times with normal saUne. lt 
can be washed with any other fluidjwhich is preferably isotonic. . 

D. Adding pharmaceutically acceptable, carrier. 

fl»T n T' Sal i ,e 5s addec t t0 other P^ogen free isotonic 

fluid can be used as apha,maceutical carrier. The carrier is added In amount 
ao as getto desire concentration ojfactive in final form; Qaeamamouilt 

E. Adding preservative . ; 
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To keep the product free from other contaminating bacteria for its self life 
preservative is added. Preferred preservative is thiomesol which is used in 
final concentration of 0.01 %w/v. j . 

F. : terminal Sterilization j 

Terminal sterilizaUoh can done by various physical methods like application 

ofheat or ionizing radiation or sterile filtration. ». 

j 

Heat can be.in the form of dry heat or jnoirt heat. It can also be in the form of 
. boiling or pasturisation. I 

• j 

Ionizing radiation can be ultraviolet od gamma, rays or mircrowave or anv 
. other form of ionizing radiation. . 

It is preferable to autoclave the final product. 

This can be done before after filling in a final packaging. 



. Quality Control, 

i. The materia! is evaluated for purity, stqrility. 

ii. The organisms are checked for acid fastness after gram staining. 

iii. Inactivation test : This is done by culturing the product on L J medium to find 

out any living organism. " ...... 

iv. Pathogenicity and/or contamination wi^li pathogen. 



The cultured organisms are infected to 

None of the mice should die and all should . &BU1 

should not bo aiiy macroscopic or microscopic lesions seen in liver, lung spli 
any other organs when animals are killed upto 8 weeks following treatment 



ialb/c mice. V 

remain healthy and gain weight There. 

een or 



v.Biochemlcal Test: : 

The organism is subjected to followingjblochemical tests: 
.a) Urease . ; 
b) Tween 80 hydrolysis ! 
e)* Niacin test • ■ | 

I 

d) Nitrate reduction test 1 
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Th<5 SSSfcSSL? 8at i Ve f. eSUltS h ^ 80 hydrolysis and niacin test. It is 

positive by nitrate, reduction test. I 

H. Preparation of constituents of Mycobacterium w 

The constituents of Mycobacterium w can be prepared for the purpose of invention by: 
I. Cell disruption • j 

i 

IL Solvent extortion • ! 
HI. Enzymatic extraction. 



The cell disruption can be done by way of sonication or use of high pressure 
fractiononieter or by application of osmotic pressure ingredient. 

dope by any organic solvent like chloroform, 
phenol, isopropyl aloohol, acetio acid; urea! 



The solvent extraction can be 
ethanol, . methanol, acetone, 
hexane etc. 



The eniymatic extraction can b« 
wall/membranes. They are typically 
pronase are the preferred enzy' 
constituents of Mycobacterium 
mycobacterium w organisms or 
mycobacterium w. 



done by enzymes which can digest cell 
proteolytic in nature. Enzyme litlcase and 
enzymes. For the purpose of invention cell' 
w can be used alone In place of 
can be added to the product containing 



it 



Addition cell constituents results ii) improved efficacy 6f the product." 



foample 3. Characteristics of constituents j »f TVT V c ob fl ct e rt,,m w h Y HPLC analvis 

Xle^ W - 4 ed for the P ur P° 8e of inve "«°n when 

suDjected to HPLC analysis gives a single peak at 11 minutes No other 

nS C R nn "1* J" f0Und beyond The ? e « k » homogenous and devoidofany 
notch suggesting homogeneity of material obtained * 



Column: 

The guard column: 
Column Temperature: 
Flow rate: 



Novapak C186QA, 4um, 3.9 x 150mm. 
Novapak c 18 i 
30° c * | 
2.5 ml/mln | 
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.Injection volume: 25uL. i 

Mobile phase: j 

Solvent A: HPLC grade methanol. 1 

Solvent B: HPLC grade methylene chloride 
Binary gradient: 

The HPLC gradient Initially comprised 98%Cv/v) methanol (solvent B) 
The gradient was Inoreased linearly to 80%. i 
A and 20% B at one minute; 35% A and 85% 
and then decreased over 1 0 seconds back to 



B at 10 minutes, held for 5 seconds 
98% A and 2% B. 



Example 4. Manaoamftgt of cancer r efractory to standard b^atmg nt 



CASE 1: 

pnrf 0 r,rSni«ill ema, i SU ^ erl ^ 9 f L om mu,tfple i m Vcloma was receiving malphalan 
and prednisolone a therapy . for 5 years. Th« desease recurred with bone pain. 

«ZLX5 E kT d,t,Q " 1 W88 P° or and 8he 8 berdrldden. Her hemoglobin was 
£m££ W I f!?' 8h * W ? S put on lnt ^emial Injection of a pharmaceutical 
composition Injection of a pharmaceutical composition containing mycobacterlum 
ZZl P 9 [ P raaent invention. It was given aL 0.1 ml Intradermally over deltoid 
region at the interval of, one weel. At the e r nd of 3 months she Is- symptoms 
general condition has Improved drastically aid she Is able to walk on her own. 

•JlLiST 8 ? ? alUe hpS r5sen t0 7,7 9m/e V from 5 5 S m/dl ln abaa ™* of any 
specific treatment on . anaemia. x 



CASE 2 

A 50 year Qld postmenopausal woman under 
mass In her last breast (carcinoma breast T 
Independent and receptor status for estroge 
Following surgery, she developed cough and 
due to large metastatic lesion In her chest. A 
present Invention was added to her therapy, 
was a remarkable improvement In her cou_ 
showed 25% decrease in size of metastatic 
containing . pharmaceutical cxomposltlon 
administered Intradermally over deftold region 
) • 

CASE 3 



went lumpectomy for a fumigating 
Ni Mi). The tumor was hormone 
n and progesterone was negative, 
breathlessness. It was found to be 
pharmaceutical composition as per 
At the end of. three months, there 
and breathiessness. X-ray chest 
lesion. The mycobacterlum w 
as per present Invention was 



■2^^'^" Ufl ^-* oi " esophagus-mldthini had received 

SUSSEX. ?£ 99 ° n ch ® motnera Py < orie c V c,e completed) He developed 
^2£i H n£SS? ° f ? S9aae ' H ? a, l° had ^^tropenla with fall In total 
^iLSmlu \i P l^ ih a P narmac °utlcal imposition was started. It resulted 
LwiSnrS« e ™ ' a symptoms .gradually.' A the end of three months. The 
swallowing became normal with improvement In general condition and 
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• Bgmpl» 5, Effect If gganaseuflcaj L^ m ^ ; on eanRft , whari ^ 
oMherab! "'d^ C f«S r r Mn K 8 " hemal ' urta - « ls ™n.ble to various forme 

<anip|e 6. Effect of Mycobacterium w When rari f^ho rapy la n«t a rf« T , a - 
Muscle Inyaslve bladder cancer. 

are not adequate In achieving local control/remission of disease Ch8mothera Py 

■ ' " > ' * • • 

Five patients with muscle Invasive bladder ranr«r *r*~^ u . \ 
injection or Mycobacterium w ^!£%£SW£$ MSSSS! 
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LnSrH^SSS? 9Ve 7 mo 4 n ? 1 °n any on- deltoid for six months. All received 
standard raglotherapyvfor a total of. 71 gy. . ■ w 

, ~*S&5^ 2Kar f«S 

" . 18 SffeCtiVe ,n 1 ch,ev ' n 9 remission and 

No side effects were noticed by any of the pajiehts. 

^ample^7. Effect of MY ^h^t-H.^ j ... w hen ch<tm - ath<tmpy |a not 
Non small cell lung cancer. ! ■ 

Non-sma^ cell lung cancer Is difficult to manage. It usually does not resoond well 

extent of disease. In disease with extent! T< surgery Is not indicated and- 
and/ ° r radi0thera Py ha ° any Effect and "2K? ,£ 

S^e n ^'^n^ y ' 8U9398tS ,ha ' m ^"^ * ^ .lgn.Hc.nt effect 

i 




a) Carcinoma breast with bone njietastasls. 

*JL32£&JW inv6 u' n9 20 patient8 i wlth a breast cancer and bone 
metastasis effect of mycobacterium w wa? evaluated: All patients received 
chemotherapy In . the form of cyclophosphamide, adriamydn SS^lSnS 

Ha • iZ* ? ^ eKK for two m< ?nth. 8 followed by every 15 days for two months 
and monthly for ..two months for a total dura'tlon six months 10 patlem ™ 20 
randemly received It while remaining 10 were kept as controls 

None of the patients In treatment group developed diarrhoea and vftmitinn 
compared to .8 of 10 patients In control group! Mucositis was seen In 1 oaK 
treatment group compared, to 5 patients " in control group Bone ma? ro w 
SET 1 ?* ? ^nlfeBted by leucopenia, thrombocytopenia "and I anemia w«- 
seen In 2 patients In treatment group and 6 patients In cS g?o UP ^ there was 



13 



7. Jun. 2004 1 8:42' DIRECTOR'S OFFICE CPL BHAT . . No. 1329 P. 23 

i 

WO 03/(M9<567 ! 

1»CT/IB02/05516 

• • ! ' '. 

In crease In weight In 3 patients In treatment group while none of the oatient* • 
life In treatment group which was not seenlln any one in control group. 

! ' 

i 

i 

b) Head and neck cancer, j •. 
In a controlled study In 20 patients with histologically proven advanced head and 

The chemotherapy Induced hematological! side effects resulted in Dostooneman. 

Mucositis was evident on day 15 after chemotherapy It was seen in -2 n.n.nt. i. 
treatment group and B.patlente In control, gfou™. ° T . 1 

freTmS* 8 :™ mn a " Pa,i 4 ln co "'«" .8rou P while In none In 
ohimoih 8 .%py. myooba< ? , • ^lun, w «- in reducing side effects of ' 

i ■ 

• - * i 

. ^Ple 9, Uee ^LMycobacter lum ^ In farming „ ek DatIenfa> ^ , 

' • : -' • • i *'•'•. . ' • ' ■ 

me S tLS i^ii^ le a 5 a , tient u as dla 8 no ^ d «P h^e carcinoma pancreas with 

1££S?^^J£^ H >* ^ jUd ^ ed to be termlna,,v 111 with incurable 
cancer was not offered any treatment, he developed extensive couoh and 

0 3 rn e ?n^ 68 and „ W l 9 Unab,e to 8,ee » 5 ' >1* w *a adn^nlstered Mycobactelm w 
0.3 ml .Intradermally biweekly. Within 10 day his cough- wa7wni3 ld» 

condlt on «^wed improvement. Je slarted. doing all M ^ rouSnrwork bv 

KM for so ™ rlason XnSS 3 

mycopacienum w was delayed beyond 4 dava thare usprf tn ho r^Hr.^^ *i 

nZtittTT^l ]n t He " ved 4 wMks ^fter ther™ ^SdM ' 

"rSSL^i^^i^ h0f f ,re and two months af tor showed seme 
improvement in lesion. He did not receive a;ny other. therapy ell throughout. 

* l*«e*$to C £!Z W ^ useful ,n . ^"'rating symptoms In terminally ill - 
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